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Definition of Terms

"abortion" refers to the termination of pregnancy
from whatever cause before the fetus is
capable of extrauterine life.

“spontaneous abortion" refers to those
terminated pregnancies that occur without
deliberate measures

"Induced abortion" refers to termination of
pregnancy through a deliberate intervention
Intended to end the pregnancy (WHO, 1994).




m Definition of unsafe abortion

"...aprocedure for terminating
unwanted pregnancy either by
persons lacking the necessary skills
or in an environment lacking the

minimal medical standards of both"
which therefore exposes the women to an increased risk

of morbidity and mortality.

(WHO,1993)
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Il“”” Effects of the introduction of the anti-

abortion law in Romania (1966)
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”“” Unsafe abortion -
conseguences

Morbidity, mortality
Health care sector




Data collection

Hospital admissions for complications
Community surveys

Abortion providers’ surveys

Mortality studies

Unsafe abortion database




Global annual estimates of incidence and mortality for
unsafe abortions
1995-2000

.|I|‘H|
(WHO, 2000)

Incidence rate
(unsafe abortions
per 1 000 women

Incidence ratio (unsafe
abortions
per 100

live births)

Estimated number of
deaths due to unsafe 78 000 | 34000 | 38500 5000
abortion
Proportion of maternal
deaths
(% of maternal deaths 13 13 12 17 21
due to unsafe abortion)




.||”H| Methods

Surgical
Non-surgical
Menstrual regulation (MR)

generally used to describe early
evacuation of the uterus, after a delayed
menses, often without confirmation of
pregnancy




Medical methods

Prostaglandin
Mifepristone
Combination, dose, route

Methotrexate
Tamoxifen




Antigestagen

Developed during 1960s

Mifepristone (RU 486)

Suppression of folliculogenesis and
ovulation

endometrium
Receptors

Progesteron
Glucocorticoid




Mifepristone

Action
endometrium
uterus
cervix

Pharmacokinetics
Linear 2-25 mg/day
Non-linear above 100 mg/day




Misoprostol, Gemeprost

Prostaglandin E1 + E2
Effectiveness: < 90%
Side effects




.||HH| Strategy - Cochrane systematic
review

Randomised controlled trials
Critical appraisal
Meta - analysis where appropriate

Search and methods according to
Cochrane Fertility Regulation Group
Guidelines




Approach

Pregnant women, first trimester (<14 wks)

Interventions
Medical
Surgical
Medical vs Surgical
Outcomes

effectiveness, complications, side effects,
acceptability




Medical abortion — structure of
the review

Combined regime: mifepristone/prostaglandin

Dose, route, time of administration, type of PG,
split dose

Combined regime: methotrexate/prostaglandin
Dose, route, timing
Single vs combined regime

Others
Tamoxifen, laminaria etc

14 main comparisons




Medical methods  «kuier 2004

Systematic review

39 trials included

14 main comparisons

Main outcome: effectiveness




m Medical methods «uier 2004

Combination:

Mifepristone 200 — 600 mg
followed by
Prostaglandin

Type

Dose

Route
Time interval
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dose of mifepristone

Feviewy, Medical methods for first trimester abartion

Comparizon; 01 combined regimen mifepriztonefporostaglanding dose of mifepriztone; B00mY vs 200my

outoome: 01 failure to achieve complete abortion

Stucly Treatment Cantral KR (fixed) Wiginghit R (fived)

aor sub-category niy n/ 95% Cl % 95% Cl Cuality
01 &l

MecKinley ME00p0 74110 74110 4 B8 1.00 [0.36, 2.76] E
WHO 11 GPpy 377447 3474459 ZE_E8 l.0% [o0.70, 1.71] A
WHO b 0080 AL/737 BL/T3E 676 1.11 [0.84, 1.48] A
WHO 00 GP1py ZES389 Z4/388 1600 0.9l [0.5Z2, 1.80] A
Subtotal (95% CI 1743 1739 100.00 00 < O =

Total events: 161 (Treatment), 130 (Contral)

Test for heterogenety, Chi* =040, df =3 (P=0.54), F =0%

Tezt for averall effect: £ =063 (P =053)

Tatal (5% CI) 1743 1739 o 100.00 1.07 [0.87, 1.32]

Total events: 161 (Treatmert), 150 (Contral)
Test for heterogenetty: Chi* =040, df =3 (P =054, F =0%
Test for overall effect. Z =063 (P =053)

01 02 05 1 2 5 10

Fawours treatment  Favours control
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misoprostol po vs pv

Review: Medical methads for first trimester abortion

Comparizon. 05 combined regimen mifepristone/rostaglandin: misoprastal po va py

(utcome: 01 failure to achieve complete ahartion

Stucy Treatment Contral RR (fixed) Weiht RR (fixed)

ar sub-categary ny ni 95% Cl % 95% Cl ualty
El-Refaey MBOOMIEO0 174130 77133 —— 64.36 2.48 [1.07, 5.79] A
Schaff Ma0OM200 29/548 45386 — 3564 7.83 [2.79, 22.28] B
Total (35% CI) 678 729 i 10000 4.41 [2.32, 8.38]

Total events: 46 (Treatment), 11 (Contral)
Test for heterogenety, Chi* =237 df=1(P=008), F=66.3%
Test far overal effect Z=4.53 (P = 0.00001)

01 02 0% 1 ? 3 10

Favours treatment  Favours control
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misoprostol po vs pv

Reviewy: Medical methods for first trimester abortion
Comparison: 05 combined regimen mifepristonefporostaglanding misoprostol po vs py
Outcome: 02 =icle effects
Study Treatment Cantral RR (fixed] Wigight RR (fixed)
or sub-category i nm 95% Cl s 95% Cl cality
01 nausea
El-Refaey MEOOMIGOO g8l7116 TEf1EL i z1l_E1 1.17 [0.327, 1.4EF] A
Schaff MEOOMI200 ZB2/548 Z73/595 1 7E_79 1.1z [l1.00, 1.26] E
Subtatal (95% CN G54 716 L3 100.00 1oA3 FIEEEESIEs]
Total events: 363 (Trestment), 345 (Control)
Test for heterogeneity: Chif =016, df =1 (P =0E69), F = 0%
Test for overall effect: Z =239 (P =0.02)
02 womiting
El-Refaey MEOOMIGO0 Lls11e FIES1ZEL —— 17.27 l.40 [l.00, 1.%3&] o
Schaff MS0OOMIZO0 1447547 10435 = g8z.73 .7z [0.52, 0.86] E
Subtotal (95% <N BE3 EER L 100.00 0.83 [0.71, 0.938]
Total events: 195 (Treastment), 195 (Control)
Test for heterogeneity: Chi® =11.82, df =1 (P = 0.000E], I* = 91 5%
Test for overall effect: Z =221 (P =003
03 diarrhioes
El-Refaey MEOOMIEOD 4z /116 ZzS1Z1 —— 1l&.94 1.99 [1.27, 2.1E&] A
Schaff MS0omMI200 1797548 11075594 4+ 83_068 176 [1.43, 2.17] B
Subtatal (95% CN G54 718 < 100.00 1.80 [1l.45, Z_.18]
Taotal events: 221 (Treatment), 132 (Control)
Test for heterogeneity; Chif =023, df =1 (P=063),F=0%
Test for overall effect: Z =614 (P = 0.00001)
o1 02 0.5 1 2 5 10

Favours trestment  Fawvours control
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mifepristone alone vs combined

Reviewy: Medical methods for first trimester abortion

Comparizor; 07 mifepristone slone va combined regimen mifepristoneshrostaglandin

Outcome: 01 failure to achieve complete ahortion

Stuchy Treatment Contral KR {fixed) Weight RR (fixed)

ar sub-categary nty N 95% Cl % 85% Cl ELialty
Cameron MB0OGR py 8/E0 1/15 —_—s .30 T.e0 [1.05, BL.l4] B
Swahn M200MP1 o B/1ld 11728 —— 45 06 1.0% [0.81, £.33] B
Zheng MIBOOPGF 2py 4573k g/ —8— 40.64 E.74 [Z.86, 11.53] B
Total (953% CI) 129 144 i 100.00 3.7 [2.30, 6.15)

Total events: 59 (Treatment), 20 (Contral)

Test for heterogenetty: Chif=1203 df =2 (P =0.002), F=835%

Test for overall effect. Z=529(P = 0.00001)

01 02 03 1 2 a 10

Favours treatment — Favours contral
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prostaglandin vs combined regime Kulier 2004

Fieviewy, Medical methods for first trimester abartion

Comparizon; 08 prostaglandin alane va combined regimen (a0

outcome: 01 failure to achieve complete abortion

Study Treatment Control RE (fixed) Weight R (fixed)

or sub-category nM niM 95% % 85% C Clality
01 &l

Cheng PGET&T 3676 20475 —i— f4_11 1.78 [1.14, &.77] L
Creinin MA00&MT le /20 3731 —s— 7.33 E.EL [1.7%3, 17.00] A
Jain ME00ZM| 157125 57115 — 13.77 Z.8e [1.07, 7.81] L
Jain ME00&TM 708 575 & 13.44 1.40 [0.47, 4.21] E
Ozeren MPE00EMT 15736 4736 —a—F 10.7% 3,78 [1.38, 10.Z1] L
02 =i= 49 days gestation

Jain MEOO&MI 3/80 3/75 - 100.00 z.81 [0.79, 10.00] i
03 = 49 davys gestation

Jain MBO0&M) 6745 /44 L } 100.00 2,93 [0.63, 13.76] A

g1 02 03 1 2 a 10

Favours trestment  Fawours contral




Methotrexate

Folic acid antagonist
Toxic on trophoblast

Combination with prostaglandin
Effectiveness ~ 95 %

Fetal anomalies
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Combined regimes are more effective

Mifepristone 200 mg seems adequate in
the combined regime

vaginal prostaglandin is more effective
compared to oral

prostaglandin side effects are common




Medical methods - unresolved
ISsues

No firm conclusion:

Effectiveness: dose, type or time of
prostaglandin, splitting of dose

Acceptability po vs pv
Methotrexate: dose, time, route of PG

Early vs late ?




Medical vs Surgical say 20

5 randomised controlled trials

4 comparisons:
Prostaglandin vs vacuum aspiration
Mifepristone vs vacuum aspiration

Mifepristone/prostaglandin vs vacuum
aspiration

Methotrexate/prostaglandin vs vacuum
aspiration
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Comparison: Prostaglandin vs vacuum aspiration

Outcome: Abortion not completed with intended method
Expt Ctrl Peto OFR Wit Peto OFR
Stucly T at] [95%.C] Fixed) ! [95%%C] Fixed)
Amenorrhoea 49 days or less
Rosen 1954 1 £35 ar1s 4.3 4 .55 [0.07 28514]
WyHD 1957 15 # 203 B /26 —-— as7 263 [1.09,6.352]
Subtotal (95%%5C0 16 F 238 B r234 — e e — 100.0 269[1.14 6.33]

Chi-sguare 006 (df=1) F=2 26

Amenorrhoea B3 days or less
Subtotal (95%C0H arsao arsa a.0 Mot Estimakble
Chi-sguare 0.00 (df=01 Z=0.00

Total (95%C10 16 [ 238 E i 234 — e — 100.0 2639[1.14 6.35]
Chi-zquare 0.06 (df=1) =226

1z 1 s 10
Favours treatment Favours control
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Comparison: Prostaglandin vs vacuum aspiration

wutcome: Duration of bleeding
Expt Expt Cirl Ctrl WAl Wit Wi
Study n meani=d) n meanizdl (535 Fixed) T [A5%Cl Fixed)
Amenorrhioea less than 49 days
WHO 1957 203 .90 (0.90) 216 3.7001.40) - 100.0 5.200 [4.976 5.424]
Subtatal (25%.C10 203 216 * 100.0 5.200 [4 89765 .424]

Chi-square 0.00 (df=0) F=45 49

Amenorrhioea less than 63 days
Subtotal (953C0 a a 0.0 Mot Estimakble
Chi-zquare 0.00 (df=00 Z=0.00

Total (959%C0 203 216 * 1000 5200 [4.976,5.424]
Chi-zquare 0.00 rdi=0) F=45 49

10 5 o E 10
Fawours treatment Favours contral




.||I\H| Surgical methods

Vacuum aspiration
Dilatation/curettage

Manual vacuum aspiration
(MVA)




.||I\H| Surgical methods for first
trimester abortion «uier 2003

3 trial included

2 comparisons:
Vacuum aspiration vs dilatation &curettage
Metal vs plastic cannula for vacuum
aspiration

N=767




ulIH” Surgical methods for first
trimester abortion «uier 2003




Surgical methods temin 200

VA vs MVA

RCT, < 56 days of amenorrhoea
MVA n =91
VA n =88
Effectiveness
Complications




Surgical methods kemin 2001




Mifepristone

Second trimester

Cervical ripening

Induction of labour

Postcoital contraception
Endometriosis/Uterine Leiomyomata
Hormone dependent tumors
Antiglucocorticoid action




Medical vs surgical sz

Small sample sizes

Medical:

Longer duration of bleeding
Single regimes less effective than vacuum

acceptabllity
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n = 363, partially randomised
< 63 days

Mifepristone 600 mg/gemeprost 1 mg/
48 h

VS
Vacuum aspiration




MedlCal VS SurglCal Henshaw 1994

curettage

Medical Vacuum 95% ClI for difference
n=172 aspiration between proportions
n=191
Complete 94.2% 97.9% -0.003 t0 0.078
abortion
Minor 11.0% 15.7% -0.116 to 0.023
complications
within
Requiring 5.8% 2.1%
uterine




“ Conclusions

Safe and effective methods for first
trimester abortion are available

Acceptability data scarce

Medical methods:
Longer duration of bleeding
Single regimes less effective

Serious complications are rare
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Linan Cheng

Anis Feki

Metin Gulmezoglu
Justus Hofmeyr
Lale Say




-nIH” International Conference on
Population and Development

In circumstances where abortion is not against the law... to ensure that abortion
Is safe and
accessible."
(Key actions ICPD+5, paragraph 63)

"In all cases,
women should have
access to quality services for the management of complications arising from
abortion."
(Key actions ICPD+5, paragraph 63)




*F1. Promote policy dialogue on unsafe abortion, and provide guidance to countries
on how to develop, implement and evaluate programmes to prevent and address
unsafe abortion.

*F2. Promote the effective management of abortion complications and postabortion
care, including its integration within other reproductive health services.

*F3. Develop and promote interventions to improve access to quality care in
circumstances where abortion is not against the law, with special emphasis on
underserved populations.

UNDP/UNFPA/WHO/World Bank Special Programme of Research, Development and Research Training in Human
Reproduction (HRP)
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